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ZETWliurtlnAe) 



ZETIA (aflllmlM) Is Ih i ctos of IWa-lowartig ownpound* that 
ulflcoudy InliUls Um miaaiinal absorpfiDn td ebotelBral and rdaieri 
piMDslBrDls. "niB dModcal nanw of azeflnnbi Is 

lb mgheuur wMghl K ^ tis ainciurd idrmiits Is; 




^mlbe i$ i whU«. e/ys(aflM ixnvdcr is rrrtiy t6 vary miuiiio Ir 
ftflunol, mcitmnU am ae0Um» ana pmdMr fat^viubii in vmIbt. 
EM>nlM nK a ptAmg pctil ol ibout lO'C anf k iubl« « flmniint 
n^xltira. ZTIA B avaibiito as a tabltt br onl AJnMbvalM 
cMittiMnfl ia iiv <if cniifrito uid ttit IMlowlna IMKe hgn^Mu; 
EmoTMBlloAa Boohirn NF. ^oan mxNrtvilnto U^, mmw^irni 
Elwa* MPr fflknayByinD cclMow pmldont tJSP, ind nJum 

CtJHICM.rHMIIMC0lD6V 

aWcrf i^iO« 1UV9 ilinnnvtrTka rhat IbmIs of tDtal 

' cholmterid (k^C). low dmlty lk»f)roldp chabstardl (LDL-C) and 
aiMltoopnndfi B (Apd H). Dm melof nrolaln cmstitnrtl «r IPU pi«raM» 
IkuiWH aUicfKcler^s. m Mdiuon, decroa&id levels of Mgh dentily 
ipdpratth clHleiffird (HDL-C) are assodaM wllh ITn fkr<r^Qffmnt of 
allnrndsfoflh. Epidaniobglc sliidres hive establlstiod ttet 
ttrdiMBflEuliir moTtidity and martally my dtnnoy wtth die «f 
ibiai-c and Wl-C ^nA iimray wUi tfM iMi or Hdl-C; Ukr un., 
didlealarol-inrlGliBd irig|y«»ide-rich tipopratains. InduilinD vdiy-Isw- 
4e4^lip<«raMnB (VLJ)D, lirtcmcdhie-dBiait/ r^^raUiu (IDL). and 
rcnvsnb. ttA aiao PfomotB ahonwdirasis. lYw BriipviidaM unci of 
raleing HQl-C tt iMwlnn tnnaiMst (FG) on lhc riik dT eoreaaiy and 
ttrdlova^ul>r n^rliiriily and moMy tiai not bun dotomrirvii 

ZETIA mtuBBs tDbK LDIH2. Apfl B. Hid TO. URi liwmm HDL-C 
d «alulB with itm«i;NiiBienMa. AdMlrismUaD ol ZETiA wMi an 

HMfrCofl rediidBii InWWtiir is iffieArt h Imprmtu « * 

LOL-C, Att« a. TG. md HDL-C beyond vKlw UnlmBnl alM 
of oeAntK v*M attiir ifant or to eddillon to an HHG-CoA r 
inhlbttor on oanfoWB^oiUr bmiihd]f and mnollty ran mn bRn 



Ezcdmitie rtilucas blood chotralBral by InMbllIng die ^b^Qtp^ ot 
ctn^fxi by 1*0 sfluD trtnttna. in a Z^ok dlr^c^ study kt II 
hypwchoksterolBmic psDaMs. ZETIA mhlUlod ImBsdnal diote^ 
al»tfplk}n t»y SA%, wrnpand viifi placobo. 2CTIA had no didully 
■naomalJ aftoot on Uic pb^na axtfurtlradons ol Iha M-Bohibk 
vhuite A, D, and E ^tn a sddy of 113 p»ii«MS). uvd did noC ImiHir 
qdrenAfibdlttf alarald hofmoroDrodudion (iP & 11B palW}. 

T)4 thottttatti eofliant ol Uai Ivcr is derived pfodQnananlV 
diree miMtt. THa iMf can lyndiaBBa cbolcslerol, take dwIaslBrDl 
from ihB Uoed from dmiim llpoproBMna, or laio up Miasiani 
abaortod by (ho 9mn irteauna. iatBainai tfrnaaoro) la dertvod pnnady 
irom fiholasieiol 'm u« bib and nwn dieBuy ctiolistorol. 

EbUidIIm tw 1 nrnKvBvnr Of aedon Ihat dureta rrara thoao of other 
e1aiM9 or chfllsslcrol-redueiinB cvrrpi^Mb (HMG-OOA raduC&Gt 
rHt'ffrX Dib BCM saquostnirts [nufns!. fbrlo M9d da^Uvaa, and 

^mbo does inMNt cholisteral rynuwda In itti Iw-. m 
ihcriMfl ble acid occrctioa IiqM. tfolMbe lotansm »d BDoeare 1o 
^atBia bnnh border of the smaR IrHestvio ahd irthHkjis llMaDaanMlon 
of chMauroi, MiiRg to i iocfease In itie dedvay at intaslkni 
cAolcsierol to \^ Tins aosu a reducHon of hopoUc cholc^tMri 
atom and an Inuuse 'm ckaraoa ol etMMaiiroi from OM UoDd; thto 
distinct niBGfwtaiii \t conq^Bitary is Uiai or HM&M nduoaiB 
InhlbiiMS [aaa aJNlCM.S1U«ES). 



Atlar onl adtnb^siradois c^Mhe is abeoAed and aoilarahcty 
Boi^lHd to A pharmaoQlfM^lly istivB Dlianoic Qhp«vro0Ma 
(aoUqdb^liinii^nlde). After a ainaiB lOmo dose of ZETIA (a fislad 
•duitt, maan eudndba paali pbsma cofKonlrilonB (Qjf ^ id 
SiimrnH. wre ^Fwd wflhirt 4 12 iMura (Tj. Ezmmito- 
glucunrtfdi nwan v^ues tf 45 u 71 noAnL wore actnavio boiwem 
1 and 2 nouTC (l^ Tlvra «s oo suiMBoibl daviatlon from do»e 
prspoidonailty batmn 6 aid 20 mp. TIm alrtoluti bloav^hy of 
tmMht camot be detcnnfnedl 03 the ooinpauMd is vfraiaJiv kufiUdUe in 
a^BOUA madia lulbMo rw iofpdbi. EkaUnnbo Aaa vahaoie 
W«a«Bll«Mlliy; IM i»alfld«Rt of lariadgri, baved on lnlar-«ab|Bct 
/iiIbIdI^. vgs 39 kq Bm ror AUC vamai 

BtKtvtfwi Off O/aiibiuifiiM 

Concornitaiit food adninblrefian (Mgh tM Of neiHat malak Ind no 
elTael u ina wtanl of abearvdon ol talmiat ■dua adnMeMrod » 
Znu ifrflid lablala. Tbe C.,valoc of vt^Hmim wta inereaaad by 3S% 
widi GtMuumolbn of Mgh U raaAi. ZETIA can bt AilMlnlBlared v4lh or 
widMuifbod. 



Endfulbfi tni azairmiw-dliiairenldt m hWdy bond (>W%) u 
hufpon fAasm proteins. 

E^divribe 19 prifflailly neoboliiod in the snnAl InOKdc- and nvar via 
Dlvcinoiddo eenjugatlon [a phau N >«»oGo<t} win Bobscquent bltoy and 
ranaJ wui^vm. MInlmOi osUaihM melibolism {a ptwi t nacOonl lio« 
(MfinobBaradlnanspedcsenhdOfid. 

IB Aumans, azsttnlbo la wMy ma^rtad lo «edf«B«i|fw5ij«»ld«. 
Esrtmlba and eadmitio-a^Muroflido an Mo ma|or dn^^arivsd 
ompounds daitttad bi ptaama. oeitstibdhiQ appnudnBlaly 10 to 20% 
mt BO to 90% ol the icdai drtM In pteirai, re^pacuwiy. Both aiaifcnta 
Md asadmlbe-dluouraaldi wo «ii5wiy atlndnnrt fr^ ptasma with a batf- 
m ol apprBMHTMiBV 22 houre for both azctlndte and aflattnm- 
glucworddc. Ptean^ eflncMindavdnir proflas a)liUm mulllpla pcaka. 
auggssllng mtorahe^c fMydinQ. 

Ftolhmtno oral adinlnirirwiion ot "C^n»pi)ba (20 «j) lo human 
Aubfaeis. lotti ewllmlbo (czet^nfto ♦ aMilMlbe-rfwworw«] aoauntod 
Igr aaarcsdflBlQ^y 93% Of Ik toul ndoaclMty m plosma. Anar 
41 hodfs. ihara mn na dalocUble lcvCtt.M fanoacdvlty In (ho plasma. 

Appmimauv Bnd 11% of U» adminliland radbacMlir wmi 
movtrod ^ Iha Paeaa and urine, rcspce8«e^. Mar a ID-tiw collcdbn 
period Ezodndiy w&s d)« ma|&r cornponent m liaeaa aitd bOCOunlDd l<or 
GB% of tho admiqburaf doM wMia 0iima»^iuetironida waa tho 
malar eonvoMn( bi and aaeauMd lor «r The uMnWrad 



SjpidVAvmnitfO/ia 

m a niuhlple dosa «tu4r i«lth aiadinliB ahnn 10 n« dMO da^^ lor 10 
days, (riaama concaMndona for lotti aeiMbewo abort M|har 
In older (kSS years) haaittv buUhIi oonvankd loyeunoir iDblem, 



In a mulUpIo dg$e «iudy *Mh azadaitba phfon 10 me uko cWty for 7 
dws, Iho jAuorpdon uwi maldialan of eadmln almOar In 
adotaauniB (10 to 1 A yeaist and oduMi.' Baaod on lobri azidmlfaO^ Am 
ara no phamaiNddnatfo d Hla ni i MW MbMan adoMiDHTts and odate. 
pairmaeoklnalle dak in ma podteto popdaHon ^0 yaira of agi an not 



iilmi10qi«oncadaivro;io 
' ~ I woiB sfghuy Mghar 



In a muliMe daoe study taldk Bzalbnll 
d«c, pla«m ooaecmr^bcMB w bOM 
<<20%) In voflwa ihan >i rnen. 



Band on a natMn^s of nwlljplfr^ pbamoooMniHe studies, 
ihera wvt no pharmacoidnsilo dlfftieecba batwaan nadca and 
Gaucasiaqs. Thera wora Ioa padoim In odier n»ta| ar alHf le groupa 
to ponnh hirvier pharm^cpliin'i'c eagnpaitaoiE. 

Hvpsdc tnsvffkimfy 

Amr a alTula lo-mg dosa of eaotbnifaa. Iho maan ana anrier iho 
Eiirvfl [Auq rv total ozaUmlbB was bnuad approMUnaialy i.7>teid ki 
paHents «rf|h ihm iMpaiie ineumctancy iChUd-Pugh seoio 9 in O). 
unporcd n hcdthy subjects, TKa maan AUC idues fcr toU nellhilba 
and ezaUoiIlM wore Incroucd approxfmataly foM and S-^ foldt 
rospacdvely. In poBanla wllh nwdcnte (Oiu-Pugn aoora 7 lo 9) or 
verare hapalie impainMni (cnno-noh soofv io lo I5). m a ii-d^r. 
muWr^ooo study {lOmg daly) In podenlv wHh modefaaa hspallc 
Insiffflidcncy, \hm mean AUC valats ror lota) oznUmlbe mi daiknlbt «eia 
Incrueod appraxtmeidy 4-fold on Day 1 and tay 14 oontpored lo 
hadlhy sutlocb. Duo to tho uhMiqim alladB ol Im Incnaaed nposvfe 
10 ouUmlba In pallanls wttb modeidto u- savm hapallc InsufOdoncy, 
ZETIA ts not rocomnondad la Uiaaa paUdnt$ (sae GOfimAIMDUMTIOflS 
and PRECAtniDNS. mpatle AisufllUsrxg^. 



Aflor a sinolo 1Q-mg dosa or amttnAo bi pallepts aitdi smn 
dbcaso (nrd; mev CiCIi:90n)UMIn/IJ3 m/), dio nan AUC ^ 
lotal azalbrdba^ oiadmlbo-glHouvnbl^ and laaambo war 
aiHiroidmalily T^'fold, mnpaifd to haaiffyaidiiMft M). 
Oruo intsfsetloM (Sae also PRECA JTXilS, iirvp nrnndkm^ 

7^ had M al«idllfianl afiaei on a series of prefe* drups (eaflalna. 
dwdroniolhorDhani lolbotarrdda, «d IV mkbuofain} known k U 
melafaolbod by cylochnnna PISO (W. ZDS. 2Sxn and M^) fn a 
-eochU^ abit^ ol trnhn hoalUv »Aitt nuias. iHa Indlcaios that 
MMmna is naanar on innaiur nor an tntvear of tfiaaa qftDdtrama 
P4S0 bOKpnos. and k H urrilkaly that az^be wll aftoa tha nalabolBRi 
of drvgs are metabdlad by llMSA aiuymes. 

winarlK ConcomHant admlnlslr^don or azaianIbB (1o nn ewo 
d^) had no ilgivlAcanc eMoi on bicawdUtdR^ o( worfbrin and 
pnKhrgttibln tima In a study el bHfvi hshhy adult fVtafaa. 

Oi^idB: CeiKMtiant ujntfntalraUaa of ezBlbnfca (ID ofiao dally) 
iiiid ro siipiflc^t adad or iia bkMvallablll&r of oigadn Md ha ECi; 
jianmvicrc (HR, Pa OX OTc Intarvala) bi a study of t!«eiw! 
adidl moles. 

GoBiiMDdt: In a study at iwofw ha^nny adaii mdm 
adn^niatraiion oi flamiBraiii (K» mg Mloa daily] slQiilllea 
Urn QHl bloavanabUw of lolal aalbnlba liy a lactar M 1.7. EallniDt (10 
once dally) dU not dfrtlhinlhr ^ UROMlabKlly 01 
Bomflbroajl- 

Oral CafdiaMrtlns: C»4Mnlabalon of oseKmlbo (10 mfl oaca 
dalbr) vdlh ot4 sontramdhas had no dlpiiinnt efteot oa um 
MoavilhtfU^ of HNrvl cekodlel or MranBrBis^ bi a abi^ of atghnan 
hnlilv oduk tenfideit 

Ctmoddlna: Maldplc doses ol cftndlMlia MIM ni Iwtoe daly) hod no 
sipidflcaat anad on die oral bloiiMoD^ tf anlMbo ud loUd 
cktilmiba In • anidy ol tuMfva hoanhy adidit. 

Maeldti In a sUidy of iwaivB baaMy adulK a alagta doaa of aittaod 
($upRi|pic'^ 20 ml} adminbindon had no slotMcaflt aliact on Uie onl 
bImuolUAv 01 bilal BzoUnUbb. oaifaidba-flfacvrDnlda, or aeonnilb* 
bwfd on W uaitaos. Tha valuB or itrM o«aUmlba Maa dacraocod tv 
30%. 



2EnA*(euiimiba) 

anplzlda: la a sludy ^ twelve iteaiih^ adult males, atoady'Stale levtfs 
oT rteiimlba (10 mo OKC dijly) hul no sionUi:onl enscl on Uie 
plarmacokiMdcs and phannacgdyramti^ el glipl^ A unalo doso ol 
i^pizldo (ID mo) itAd no ilgiililoBni cffM on ihc mposura to lotil 
aasifliibc or ezedmlbo. 

HMG-CoA roduetno bdiibliira: bi studloa of 
hypmboleslarolBnile (LDL-0 2130 miiM) adUi sutqads. concomUant 
Bdndnistralion ol oMlmlM (10 ni§ oaoe dd^) Nad no ddndfcant effect 
on 918 bfoavdabinii^ oi aWttr towatalin, shnvaslativb pmttUar^ 
ttMvaHaUn, or Huvestadn- No slfnMkonl aiacl on no btoawallBbab^ or 
toad aiolimlba and azmlndbe we ifcntansualM by a^r lovastadn (30 
mg one daiy|. prffiABlalfti (20 mo ones daiU. alonaataAi (ID rni onoo 
daily), or nuvastada (20 joq onae dally). 

NoBllbnIa: In a study or driiVtwn hedtby hypsrcholcSiertSan^ 
(IDL-C £190 mQ/dlj idtftt airidoda^ canrtndlait ISflonbralo (200 m 
DIM daly) admbdHralan hoaaud tha me* CL 9nd AUC vaiius ol 
tow mllndbt appMMiav M% and napeeMj/. 
PharmaeoidnBdcs of lenedNaio wera not aUndicantv affaiMl by 
eatMba (10 mg once riyflyl. 

OidlaBlyrBnlnc In a stody of forty b^oiy irypefdwlssiarolanfc 
{\Xii,-C 2130 moran adult subjects, c om an hai a ebtftoslynnitea (4 g 
twko <Uly} adminlslnllDn docrcasod die mean ABC v^uaa ol total 
eacdmlbe and o^iniba a^tproMlmahdy SS% and 00%. raipeoiMiy. 

ANIMAL mUllMCDLOAY 

Tho jiypodwlasiai^mic aflect of czetlmlbc was ewdualad bi 
enoiafliefol>lrd Rhesus monteys, doos. rata, and mmrse nttdels of 
human idMkslerol mdafaolism. ^amlba was found lo hove an ED. 
volua or D.5 Mi^c/day lor NiibTino tho nsa m plaann dniesisFoi levels 
Irt monb^Tna EQ. values bi dogs, roK, and mica wero 7, 30, and 700 
M/hB^, raspecdvBly. inaao nuiHt arc oonsisteitf viUi belso a 
potent chole$^1 ahsctpOon inMbltor. 

m a rat model, irhem iha fOiouroDMa maiaboiua of azeibn!b> (SCK 
Bosea] waa adndnhtamd bfiadkndandiy, Iht malaboita mi as potonC 
« dn parwtt compDond (6CH 6029S) (n addb'Eng Iho aHaorpHoB of 
chDl^lBRii. luaaaalho that dta i^oniroiiidt mifabeHi bad BdMbr 
alrrdlw lo Hie pafanl druo. 

m T-monlh dudjaa ia dogs ^an aatmlba (0^300 hidAvA^^). 
ma ooncantiadon of chotesiand in gaiuaddar bla Incfaaaad -^ In i- 
ht± Kcfwewr, a dose of 900 mg/kg^day aibnlMslHd to dooa !br one 
yftar did not raoun m gatMofPs (cnn^wn or aoy other advane 
hcfi^bliBry atfaelA. In a l^^day study In mloe (pmi bbHiyAo (0.3- 
5 m^k^i^) and IM a iow-lal or diolcstcro^rli;^ dM, the cnactiitkralton 
of chohcienil lo ^aHilBddar bis waa Oliier wialMd or rcdmd u 
normal kvds.respfieilveiy. 

A senos ol predinteal aludfos waa pariormed lo delerniirir die 
satocdvlty of ZETIA lor Inhbib'ng diotesttrol ahsorpuoo. Eielbnlbc 
laMbltiBd the ibaoqidon of (n4 OlieHwrol wdlh oo anoat on the 
9b«nip^'> idOlyeBfldBS, fatty adds, hlo aotdSt proDOSlorarta, aii^ 
GstrnM, or Dtt rai-SDiuiiiB viiandna A ind 0. 

In A' to 12-tvee1i buddly iludlaa in mfca. a»ifnl» did not induce 
tylocfirDma P4S0 dni9 nieiabdtzlnQ an^mas. In toidGlty Btutfes, a 
phannacDidnatfc lnlsnM«Dn oF akimbo MU tWGW rododass 
inhibiififs (paianis or thoir aciivo hydraiv macaboMas) waa aoan bi 
ralSj dOBfr and rabbis. 

CUNICAL SniDIES 

ZETIA rcduoee total -C, LDL-0, Apo B. and Tli. and IneraeMS HtTL-O 
in padanta wicn hycerchelestarolenda. !im2l io n«ar cnaotfroal 
responsa Is flanaraify achlswd wIlHn 2wcc^ and nkdituinod duinQ 
thronic thafapy. 

ZETIA is dITecUN hi oaltacTla wllh fvosfeholosbnlomff, m nien aod 
women, In youngq' and otdsr pedants, aiona or Bdmlntatered wtdi an 
HMQ-CoA reductase bdilHior. Bi|)artanQO m podtaOlc and adokscGnt 
padBolB (agosQ to 17) hft& baan ImHsri id padanls nA bonNQWUi 
bndltid hyptreJiolealaroicirih {iW) or iiosimiaflia. 

ENpanonca In non-Cm^ k imM airi does not pannft a 
proelse oadmale of the nBgidtiido of Ihe effeCSi af 2^n/L 

In hvn, MuMlMnlar, diMdila-blnl plaoabo-cortrollcd. 
sLudhs In 171B paiMnts vuim pnmary nMMrcnoicsecralomia, 
zeriA BtanWeamly Iqw^nd tOta|-c» U}L-C AfiiB. and TO. and 
bnoaflad m.< coii«Nued to plocobo (see TaMo 1)- PoAAllan bi LDL-0 
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Cbn^HiMft wun HMS-GoA Mtram inffibfiprj 

pi a mvldccMai', ddubto-bflnd. ptacooo'centrolled. frwMk study. 769 
pattcnis with primary hypor^omicrplvno, bnmni «afonary nean 
disease or ntuiipia fiflMnvsacular ifck factoes eriio mra already 
raootvino HMC-CoA mdUCBBO iFdHtmor qonrpOempy, r - — - 
1^ NCeP ATP II mgat LDL-C pool v— — ^ 
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^CH ERING- PLQLTqH 



«iUisr ZETIA OT pbctbo In addfdon to Iftofr gn-oping HU&CoA raductasc 
InhlbilarBHrapy. 

^ETM. addsd tD Dn-Qoho HU6-CaA rflductasc Ir^Wtoi UMranr. 
slDnifEHttV iMnna WW-C, UX-C, a, 4rtd TG. and Incioiw^ HOL- 
C oompired widi an HMfi'CoA redocbsc mm\ot AdmUalflKd rfsno 
ttb TaM 2). IDl-C mduciUens UidUDcd by ZfTIA v«ri 
cArttixiant ura» ^1 HMK-CoA Mdufibus intiMof^ 




JM1P--L 



QiMdtWHilMBA 
tffcitf 




bifeur. nulbumcf. doiUr^Ind pbotM-coftraDad, IZAntlclrfils. 
In TtSZ ^pfirdfutasteralenifc p^UPtift. zetia or puuDo wu 
admltiMBMd or wtm wlou doMi gf atDrwftiK^ aimvaataUa 
irravs^t^orliKiatftOn. 

When ail pdliMis ra«(vlno ZtTTA wllh m NMG-CdA MhcIasa 
trMbhw vncv tDMpmd io al noM noolvrng ric cvrrv^ndlr^ HUG- 
CoA ndtiQi^ HiiMlor^om^ZETIAfllanUlcsitly Jomsd toUihQ. LJX.-C. 
AfMt El ind TO, sml. wfiX Km eccapliiui of pravaitalln. ticraaxd HDl-C 
oomomd 1« Ik HWGCaA rtdedMAiriinaflr AdmlrislBrad doM. IPt.- 
C ndueUom InduRd by ZfTU mi* ^tntrMf oaiuUMt Mnm il 
HMG-CiA mlUGbw NHNbiiv. (&■ tutmt e, TiMm 3 li 6.) 
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A study WW DDndudsif tol 9stm m mcaqr i>r zetia in iho 
IfBdimnt of HoM. THe dmiUb'Urnd, ^(OtiUiX 12hmiIi study 
«nrttiM SO puoniB will a Dilnlcal andtor 9w>4ipit tiaanodA ar hofh. 
wifli or lulluiit eonoomBuir i lDL aphctciCs. ilruiV nealidng 
aunttSttHn or EhwasliBn (40 niD}. Pillims mr^ rar^rn'ixd h ona of 
Uireo vcalni^ ftrtups, Hf^MstaUn or slmnsbtln (BOmg), 
BdhiMaBnd wiMi SMrviStaliH ^imMMafln (44 mg), or ZETU 
Himi(datorad wtoi 9(orvw&tln «(,if(nvt9Mi (BO mQ). Dva to daeraaERi 
NttvUBMNv ar aatlindlM In padontt caneandianBir racalvbio 
diDlttfymviliia (iM PRECA1IT10N&]. BzottRilbe was 4osPd 4 )bai1 4 
how« b(^[Q qr iHor admlrd^tiAlfMi al radne. Maan baMllho w«s 
ni0/dl In ihwr pftUvnts ittdonibad to MDfVBfitaijn U mg or 
dimwimk; fiO mg akwe and 31S ii^ifdL h Ihe i^up randombad lo 
ZETIA DlUB ali>rA9lBlin 40 or 00 mg oraftmvyiM 40 or bd mg. z£m. 
admHftorBd wfUi HsrvaBUk} or itniwsbfdo (^0 Md BDmp staVn 
Qrft^. pooM). dgpnifitnuy laduced LDK oohipared Min 
hmsliB tfw dm «r »liTi«a«>«n or alonnalaln immolbErvy Imn 40 
toeOmiC7%X inMioKlmlEd^imsnAiMeaonioaiDiwalngf 
wlh tnu pliB BO HID Elin¥iB«ln. U)L-C wv MdBCdd by 

Homo^oovBSiiMtttvkmli fPtvip^ttfaumi^ 

A ftliidy Has oondueUd lo, assoss Ihe cfiic^ of ZETIA 1a lite 
tteafatiMt or hoiiwzyootjs 9lU»|giM9nib. in rauMccnkf. deuAto- 
HM, pfewAo'Cdrfrolri, *i"MB lr)*. 37 paliifte whh homPiyiCui 
flHoBlsiDlonila vitb elmlBd plasi^ auauaum mm^ (>S mo/dg on ihc'ir 
orrnil ItionqNiidc reffknen <dleL Ha-iCid-tlMino mifW^ HM&-CaA 
r^vat^ MAidar^ Ueal l^paas; siroaiy and/br LDL 9f4iE^). m 
randDfubBd h rtcalM SUA (n-ao) orplacebo (n-T), Oua in decn^ 
biDiivallabiltr of tx^ntbt ta ptftanta csncomhvlti!y rc^Mrtg 
ctwiHlyr^iiiInD {^B PR^CAUTUNS), ndUmlbo WK dowd «t h^si 2 
houre bilora or i hm after ittins wra Htknkilstarfd. Ewlu^hig the 
one auNod raocMiiB LDL-aiihem«. 2CT» aiQuUlOAity towircd plisim 
tfliularor and campaslerol, by 21% »nd 24K Ima tesaUna, fospertvchr. 
In eonlJA&t. pallana wtw ncel««l,(laKb6 to« intfaaiac tf) sitoatarol and 
campulwDl 01 4% and 3% Iryin bBdIno. rtapoeikabr. Fur pilionK 
vutod lAin 2ETU. maan pMim icvcto d Pbnt snids won rodacod 
prDgroMivftty ovar Um cauroa lof ihe stady. TIM airaeu of ntfMng 
piiMM aitoaarM and eanvosi^ on radacfno dia risks b< 
earduvaaeular moi1ild»y and monality ha« mi Mon oslaDilshod. 

RMhidloofi in ahularo) and an^ioAiAiial wan conslElanl between 
^Adenlft tattio ZETiA conDomUvu^ hM) hib Beu uqiiu;nni» (n=«) 
and pillanla not on coacomliant bOa Add 9aqiJ9Biranl Uiarapy (n«21}. 
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OTh^Ca^fldmlbai 
|NOICA110IOAIIOU»aE 

ZETIA. BdRilribtortd iliN 1a Indlatfad u atfjuniiive tfierqv «9 AvC 
far il» ndotilon of awiod iPbKp IDL-C. aid A|ii B h poianb wtDI 
pHnwy (h9iara990ai Bfliw and non-famMaO hypptMariMUmiL 

Comtmtt/pn ounpy wiOi MMs-Ort mtaOne khibkvf^ 

zniA. admlnbtsnd )n mnkktMoh tAA m HM^GqA icduvtK* 
iiMittr. IS indlcMBB aa idiondive itmpy io drai lor lla ladxioii ot 
olavatod UilaH:. LDL-C. and Apo D In palienta niB pmaajy 
(hotatoiygiw bmBW vid non-lamUii^ hypanJMlealoroknib 

tfaitMayooia Fm6bl HjvwdwIatBfvkmm fltoRI} 

TN vomBBmbm or ZETIA and atrnwiadn or d^sM^ la indiiaM 
ror d* rdMida of AkoMlsd ioU-0 and lX*C Icvdi In pvtfnb Wiut 
HaFH. as ain vStam to otttar tipid-towadno bcaBncnb (c^.. LQl 
vnamts) or V freotmonu an unBMlaMfli 

ZETIA 19 indlcAicd 99 arituBdw thcnprio did % Ito i 
Qtontad 4iMtarQl and e9npB9lgni) loKia In pateniB wHh I 
ramHU d^KtnttlOMla. 

Tturapy vWi llp|dn,-d^ii9 aoams stoutd ba a oompomni of miritiplo 
rM-laeur Inlervcntien tn WwUu^ at incfOBMd rr«k lor amaroadcrutte 
vMCdur dRSK* duB io i7peichalo&urolMiiiB. UpU-alBting aaanls 
ifioM be vaad k\ adtllkni lo an avptvpn^t ^ (itidBdAe iwmeiiDn at 
£quir»Ml ftt and Gholestirol) and when tn response la diol and olhar 
iKMhpiiiniBcOigBMI tMteunA haa boan IradBvaik. (Soo NCiP AdMH 
UMBnaBCf aPMl (ATP) III Q^lbas. siunmailBd Ui-Mda 7.) 
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Pffor Id InhlaUnfl llnniiy wl* STIA, SKondaiy lantt tor 
dyvlMdAtaia (Ll, dUMus, lypniiynidiBiR obatudlw Bmt draoaex; 
chrarric renal ttllurvp iind drngt thai Iuibbba LDL-C and dacnaio HOirO 
Ipf QOaEdRS, mbolc sttnida, and 9or«n^ni4ai|. m\m M maiM 
Of, u approprlalB, traalad. A lipid profb rtoiM ba $eikmta to maasun 
LLL-Q HDL-C wid t«. FwTfi imis >4 00 wgWl J>4 J rnmovg, 
d Iv vtoKartMnihoni 



LDL-C« . . 

Ai the lima Of iwt^oiUMM IDT M BOilB oonnaiy eyeac. l^td 
nwBswcs should be irten oq adaaetaiafl ar idtbb 24 houn. Thaw 
wdiM ean buMo ne pbyaWan on inMat)^ 4f LOL-faaMrfriQ uwiapy 
baron waidl9cb9n)9. 

COMfMWMeATKNM 

I^IMfBllM^ 19 9fly DDflWMnl of Iflls RIsdMO. 

Thf ambuqleR or ZETIA «Mi aa HHM-CoA redaeiaBa lahMgr Is 

onUaln^ 

panlafem okQiImB lo KHiffi 
MiWW-CaAndvcUMl 

ilor la t wamaB 91 aMldiiaaiiai poiartlal, to lia 



laMlllor. fSw PMCAUnoilS, Fi9pHlltjh\ 
niECWTIQNS 

CopeurrMl adminlsliallon of ^ETiA wlh a spidCc HIK^C&A 
r^pte iMfiBllBr aiukuld ba lo aooordanca with \\m pvdid iibaunn for 
IM Hue-CoA MdudAM liMNbilor. 

In uHiUolal dirMril tAMoUMfasv aludles, tfia itsldanda or 
aeiwoailvB dtmHoat (tf X OM upjiar llmll b< nooiDl [UIND h santm 
- -^bobmn ZETIA (0.9%) and |4aisaiM(0J%). 



In Hpntrolad diiKa) eonMaauon stsdcs of ZETIA InlUMBd 
C9ininefriV WMi An HMG-CoA raductaa* InMblior, dia inOdcnn: or 
comacMiw otewaiinR (23 X ULKI m aarvm traisnnitdSM wn 1 l«r 
1 M9S9d Willi ZETIA 9lWlnl5tH«* "»« «UG-CoA icdato 
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SCHERING-PLOUGH 



ZEnA-{Wllntlbe) 

iiiwuion in4 0-4% ior joiwti Xnuti with HMB-CfiA naiKUw 
InNUfmn gone Hmm QliVBTtons in tr*naajnlnafl«s «<«ra eeunBy 
asyropumadc, nffi »ssad&Ud wnh «4k)Ic$tk'«, and ratuniod Iq basBM 
iftfir divnfiUMialion gf UiMpy or wUi contlnu*^ u«Alm«nt Wtien ZEm 
cq^inlstarHl wftN 9n HMfi-CaA redudKc InWbr. IMr Vgnrtw 
iBte 8hoi4d ba pertomicd «( hiUabon mtnw vceofdinQ lo lh» 
iKommcndsEaiu or uie HM6<eA rpducbM lahlbllDr. 

bi tilnicai urate. w no ancms of irytsfmhy «r rtwbdon?rilysi* 
usgfiaud 'mm IHW wjv*^^ ^ ibe rdcvinl CM^ai arm (plaRbQ 
or HMG-CoA fiductasc inhibiw ilMiBl Howcyir. nvodaltv md 
fhabdomyo^ m known adwvne rttdloiu to H^-CoA rtductast 
inMDlUifS an^ BiiH' DpM-kiwiiTtng dm In elMUai bWs, Aa liuidtAM 
oi CPK>10 X ULN -as Oi* for ZETIA w 0.1* for ptiBibs, 0.1% 
iu, TEUA co-a4mlDfcstBrtd with Bn HMG-QlA nMiSM iBhtallor V 0X% 
fv HMG-(;oA rwlifftas* inMMnrB atona. 

□ua 10 «i« pnimewn iftedE of tfic tocrattad flMposuit lo ocMe iA 
paiisnts nHiti nMMlNan or hwi hcpfde insunctonoy. ZETW ii am 
rWAmmmdid in ttise pflthno. (Sil aiNICM. mMUMCOLOQY. 

DNif Jnltrwtkujf (Sdt also CLINICAL PHARMACOLaBY, 

Cholufynniint: Cdmamuac enotaftvnmhe administmion 
diomrtd ttw UMBi AUC of iQbl mgllirtlM appraidinaMir 55^ Tlw 
tncrviTWiW LDL-C reduction due to addina nUnAt to ctigNvtyniMM 
mayte reduMd tiy into Inbcmtion. 

mnnesi Tftfl aorety and flff»rtfwiM et tzBdnttw adirrfnteured wlili 
MiraiGS luvB net bisa catabllahcd. 

ftbralC9 laaf IncfBiu Gholeslen>< escninri InUl Ihs biW, loadkv l» 
ehotollihbsis. In a predhikal study ip iogf, toman Incnned 
enolBSlDrQl ^ (he eaUbladdor bCD (wo ANIMAL PHAMUOOlDdyi. Co- 
adoiMalnrfiQfi dL TETVi whh ribntsa Ii wA rcMMMdei uiM uso in 
ptEanIa sludM* 

f^ttmHK In a phamiMltlnilie sni^y. ogntBtrttani tenoBbralB 
sdirtMlairallon IncfWKd ftual aoaMe canaiMntieK appfufdniakaii^ 

Ga/Mn^ In ft pharniicohineQa ! 
BdnlrvSi'aiiAii i 
U-Md. 

MU»M lEdbefH* Milbltarr No 




Cycktafiorina: Tha Intal astclhiiibe M httrWUd t^fIlld M) OIK npaj 
nrmikdtt pobMi raoaiving rauMiilv nw^kamt. MOnt cvdocporirw, 
PuHinis viho bin bom indmibe ind v^i^^ JbeuM ba cucMy 
Rionliotfd, 

C9n;hogBatA, MatassnBsfs, hnpakuKnt fff faulty 
. A Y04-wedk didtfy Gaidrogai4clty Bludy ^Ih VR%iiia im 
jondiMitMl In rats at doset up Id ISDO mff/kfl/dv (itbIcs) Wid BOO 
rt^tntfl/day (raipato) (-<21> tln>s ihe hitman axpoaura at Id mD d»9y 
on AUC^ tar brtal azs^n^). A 104^Mek dtobiy cardnDoanlclty 
study iviA uaUml&e wu atso conducted in pitt ai Umob up lo 
SDD maA(i)/dsy >iso fmea im buman AKposure A IQ mv daiV Q< 
AUCm loial ezsiimna). TTmib w«rB no stdtbUoHy ^tQitncant 
IncfVBsn In tumor McfdBneafi m drup-traaUd nSa or irlcs. 

Nc «H»anc« of mut^nlcHy qBSMwad in )«riD In a mhnUri 
rnvtiotaifiiiy (Amas) tBslwhh Subnoneih (yptsfiitm'tM and flscMMiMa 
svlf vuttfi or widntit matabailc BcflvBtfoii. No nMcr<r fitutagankity 
vma obnimd n wtfa irt a chramDeomaJ rfiarrtflon sssav h jwnui^ 
pait)haffll Mood ^ynrphecyks vtiih tt wthoiA niBlaboao BCttradoTb In 
BddKQA. men WB nD Hdancv of Bnobatily In Iha «) mIvo mousa 

RiiciMUelBUC IBOl 

ki cnl {9»epa) brtflly dudlcB of cacdmlba g«itdKM in nti. Inra 
wtt no HdAiua ot raoroducttw loxki^ ol doses 1000 (vwKfl/day 
|{i Of lemalA rals (-7 ttnoa tna huiinn apotw* ic lOmp Ally 
MKi on AMCm.. to IfitU «iMmOM>. 



Ibere no adaquala and waO-DGntraTcd sftidias oT eKBinlbo Ii 
pngnart rnmen. Evdrtdbe altthU bo oaad ilrlno orconpicy o^ly if i^o 
•DlsnBU bomfll JosUtt die riskn ma laiua. 

lb Dm QimDo) OfT^bvo-lBt^ dOMkipnifial studiaa of wtimiba 
«QqdMttd »i rats wid nfcblts dunng orgEUiagflnasls. Ibara was no 
ividopce of B(n2vyolal(ui athcts at tho doH9 le^ [ZSd HW. 
IDOO moAia/day), In ran, tacKasoA tnctaaiicefi of oommDn r»i ^Kaiaiai 
tindlnga (OMin pair of thnracfc umSIDBd canrtcal vartobnl ccnti?. 
(jiorlaiud rfb&) mra obscnRif it 1 0OO m^Mi% (-10 Inm Im human 
eipv^ alio (tally band on AUC^^for iQbd azelimlba^. In nbMta 
buted with e«lMb4 an tnomaaad indoaneo ol ailra tvn^ ribt mm 
oba«rved it 1000 niDW% O^o dims lAa humw ovrsan at 10 ing 
djdy buas on AtfC^j^. lor tobi eealamtui). EzaDmlbo oosscd ihc 
|riacB)ia wtwnpragiant rats and rabblls Viei? glMii nAUhlplB ocaJ done. 

MriMa doM MudtaO or Vtmrn^ ffhen h icaiUiatrDn fjilb 
HM(H:bA rodwoso Inftlbftws (stadnt) in rata and rabMls d«r1np 
organooanaalB result tn Hlgh^ ezeibniba and slalln o)«newc«. 
aqifodkjcflm ItndtnoB occir it lower doaai in ooBittnallaa owrvy 
computd lA moMOiempy. 

All HWC-CoA MdiKlisa laMbllan ara CDilnMvvlcd la pniBOfll 
and nunlHri aiwaA. ¥»■■ ZEDA la adnlolsfBrid with 4n NHB-OoA 
rMtatfaw InNbUnr In a wemaft ol cMldboarbig pobnllilp mfo' I* Uio 
pnMWbcy cabMH in4 Mciapo libbinp Mr tie KiffKoA re*«dM 
mnw. (tf I coimuuHDicATioNa.) 

Tlie effocb of ZETIA an Uiar bnd dSiWfy IB pnorbnt wnim M 



ZftiA^tawtlmlbe) 

be Jttd in nurving wwhas uRlaw Bh poiandd tanafir Mhs 
po»Pllal>1shudielnbnL 

Tnt pbarmacoUnctlCs ofZHlA in idolcScems (lO b> iBy«w) li»va 
boap shown 10 b» aMtar to IM m aiMlE, Trvbiaot aapirtMOi wh 
2CTIA ii iM POdUtric popiMon Ii IMlad to 4 paUent$ t9 to 17 yaen} hi 
Ihi flignaralamu abd^ and 9 pi|(knls (11 to iTyaan} M Ihe HoFH 
ilu«. TnvtaMil MM 2niA|ln> eMdrw KlOynsI to nol 
racomnandcd {Brt CINKAL niWMACOLOBY, iptdal PBffPkmM.) 

or iH pMMtb wno noelvsd ZETI^ IR ebnloal rixdte, 9iB tmre 69 
am oMor Otiis Kub^ad 200 who mpTS ml bidor). Tlia afWiMBeftB 
aitf ufclr «F ZEHA *aib abnUar jbdman M pMkME and yoMbOf 
LtoivicniM^blianiB oUor MvUiials oBimot bo luM 
M CLINICAL fHABMACOLDtW. Special ft^whttwn and 
EneAfiT10N&) 

ADvauenBMiiONS | 

ZCTIA ttts baen SMluaiMl for «ofo^-k> mora liian 4700 paHants In 
clinlcBl b^i^ CMcal fludioa oi ZETIA (ydtnMatflraif alone or tvllb an 
HMG-OA ivducMo hhUm) dajnonatralod chat 7ETU una pancnribr 



ZSnik MB Blffilw lalhttnperttfliiin PlBMbn. and UN d 
nlB dy e u Bdveiu mmi «» al» sMf lor UhA «d piaeabA. 



[«a nqwnai 
andBtonlnadnicti 
ZETIA, noariMdr 
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botwsan ZETIA and placsbo. 
ComfilAfltiM flij HfUG-CM misiotw rniMMor 

Z£T1A b» t^Bt Mlisited ro^ uniy h coniolmtlofi yiudlas in mm 
iiun200DpBdBnts. 

in ganaral aitvarea expcricner* wirt almlar bobvcan ZEHA 
^mimma wllh HMG-DoA reductan inNBUrs and huQ-Coa 
rrductne JnDlbUdK alona. Hffwm. the rr^qoancy ol Incnaaad 
imnsamlnasos wu sqpr% Mobar In p<d«ql9 laMMn^ ZETIA 
Bdmtilstared wMi MU|Q^ Kduelaaa biMbltan Ihn In ^lam maud 
\«iin HbiO^M redictoH IntMdta doniL <Sop PRECAVnONE, Liw 

cameai Advareo uvoftonccs ropodad m ^ of paiomi md lA aa 
ineldanoB graabr ilun pbcabo In fmb- ptaCBbMnlroBed 1i1al» wticrc 
im BdmtabiaiBd alone br UdMod bfieeurnnuy win variow 
HMe-COA ndiKtoB ithUon. raiardtaBS of Mdlv maBMnanL an 
shnmkiTafalagL 

dlMcai jidvinff fN^«««Mf« tuaffi irraflaBtoaRil at«i lKl«tiCf »u|m 



In nt cbidlsa, SKposun to lobi oaMlmtlifc In aurstns p(i» was « Hj 
b^r of ihat obsanvd bi matemU plasiru. Ii h hot known rMer 
•zadmlbe it esiTdad Inib hbnun bruBtndlK; Dimh^ ZETUfihottti not 
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ZEnA-(e«linilb6) 

OVBIDIttNfiE 

No cases ot OMrdeaaaa viMi ZHIA Ita^ft bttn 
AdrnMamnon of omtlviibA. 50 moALv, lo IS sublpcb for pp to 14 i%b 
«a gcnertlly wU MeralBd. br Ib^ Mam ol an owdoia. Eynpiomaulc 
and aupDoitlvo maasonB sMuld be «np|^, 

gOSABC AND AOHimarrMIMN 

TIN padrnt shmild ba placod on a standard livlaslaMf kMBitoa diBt 
balore recolvlno ZFFIA and Bhoiinr conlbrao on (blv ^'m during vealmam 

vftbZETTA. 

Th* ratonMnandad dose of ZETlA is 10 jng nnca doly. ZETIA ean bo 
Bdmlnlstored v/ffb or wllltoyt^. 

ZETM niv be adndfl'diBrBd wIBi » HMQrCoA ifiduGian MifbiiAr nir 
inoreniBBlBl bMkL fm toiMotonoB, iha daHy dmo of TSM ba 
tatan a< iba aamo 4mc a» tbo HM&CoA raduciMB bibRdtor, acDonfinp to 
Ihe do^ rceomMndallona for iia HMMA nducaai inhibitor. 

nnvnv "W* napmc auunn.%117 

HO (taaaga adjMAt b BBOMny h piHentP Md hajMb 
iMuTEbi^ (BBB PRECMniONS. Awdtfabngi 

NO dOfiBDC adhisbnent fe nmaonr bi pJcitt renal IniU^ 
CUVHIAL PHVhMACQLMY, A«ii«M)m). 

No dot9gi bdpJstaMirt b ncccswy In g^riaerie pallenta (see 
CUNICAL PHADMACDLDGY. Spnlit PwuMon^ 

Ooabig ot ZETlA shevld »iir dllnr 2Z noura bohvc if >4 hnnt 
- nnfiibllo4oUsaqiiaaiiaM(MoPfieiM/i10bS, Onv 



No. vei - iibbb ZETlA. 1 D ing. an wblis ta alHMto, apoulB<shipid 
gM» dabaoaad with '414^ on ona rid£. Ib^sn siffflad u Mtom: 
liDi;66S02-414-31bnitl»Qr3O 
HOC BK5B2-41 4-54 mitMEOfda 

Noc aa5BZ^i'i'74 boitlpo Drsoa 

NOC tt50M14-ai vnltdaoa pBfllam ot m 

Storo at OK (Tm kUMnbn pannmod to 15^C (5e-BS*F). [Sao 
USP Oonbnicd Room TunpBnbiro.i Ptoiadtmm motenira. 



WBtOCfScherin^Plotjgh Pharmaceuticals 



Mn<ttcajnd tor mrMbMbb^^i PbimaeiiiMli, Nonn wmm. pa i 9454, i&a 

Byi Saft*r«iB caipofaoto, Mnlhranh,tLI bTIM^ USA 

lrtuidD«0il9r«MU 

neVOO 3S7«1BVT 
Alli«»nHnori.PihM • UU 
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